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PATENT 



Amendments to the Drawings: 

Please replace the original 26 sheets of drawings comprising Figures 1-21 with the enclosed set 
of 48 replacement drawing sheets which also comprise Figures 1-21 . The Figures have been 
amended to conform with standards for font size and clarity drawings as defined under 37 C.F.R. 
1.84 (1) and 1.84 (p). 
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ATGGCCCAAGCCCTGCCCTGGCTCCTGCTGTGGATGGGCGCGGGAG 

TGCTGCCTGCCCACGGCACCCAGCACGGCATCCGGCTGCCCCTGCG 

CAGCGGCCTGGGGGGCGCCCCCCTGGGGCTGCGGCTGCCCCGGGA 

GACCGACGAAGAGCCCGAGGAGCCCGGCCGGAGGGGCAGCTTTGT 

GGAGATGGTGGACAACCTGAGGGGCAAGTCGGGGCAGGGCTACTAC 

GTGGAGATGACCGTGGGCAGCCCCCCGCAGACGCTCAACATCCTGG 

TGGATACAGGCAGCAGTAACTTTGCAGTGGGTGCTGCCCCCCACCC 

CTTCCTGCATCGCTACTACCAGAGGCAGCTGTCCAGCACATACCGGG 

ACCTCCGGAAGGGTGTGTATGTGCCCTACACCCAGGGCAAGTGGGA 

AGGGGAGCTGGGCACCGACCTGGTAAGCATCCCCCATGGCCCCAAC 

GTCACTGTGCGTGCCAACATTGCTGCCATCACTGAATCAGACAAGTT 

CTTCATCAACGGCTCCAACTGGGAAGGCATCCTGGGGCTGGCCTATG 

CTGAGATTGCCAGGCCTGACGACTCCCTGGAGCCTTTCTTTGACTCT 

CTGGTAAAGCAGACCCACGTTCCCAACCTCTTCTCCCTGCAGCTTTG 

TGGTGCTGGCTTCCCCCTCAACCAGTCTGAAGTGCTGGCCTCTGTCG 

GAGGGAGCATGATCATTGGAGGTATCGACCACTCGCTGTACACAGGC 

AGTCTCTGGTATACACCCATCCGGCGGGAGTGGTATTATGAGGTGAT 

CATTGTGCGGGTGGAGATCAATGGACAGGATCTGAAAATGGACTGCA 

AGGAGTACAACTATGACAAGAGCATTGTGGACAGTGGCACCACCAAC 

CTTCGTTTGCCCAAGAAAGTGTTTGAAGCTGCAGTCAAATCCATCAAG 

GCAGCCTCCTCCACGGAGAAGTTCCCTGATGGTTTCTGGCTAGGAGA 

GCAGCTGGTGTGCTGGCAAGCAGGCACCACCCCTTGGAACATTTTCC 

CAGTCATCTCACTCTACCTAATGGGTGAGGTTACCAACCAGTCCTTCC 

GCATCACCATCCTTCCGCAGCAATACCTGCGGCCAGTGGAAGATGTG 

GCCACGTCCCAAGACGACTGTTACAAGTTTGCCATCTCACAGTCATC 

CACGGGCACTGTTATGGGAGCTGTTATCATGGAGGGCTTCTACGTTG 

TCTTTGATCGGGCCCGAAAACGAATTGGCTTTGCTGTCAGCGCTTGC 

CATGTGCACGATGAGTTCAGGACGGCAGCGGTGGAAGGCCCTTTTG 

TCACCTTGGACATGGAAGACTGTGGCTACAACATTCCACAGACAGAT 

GAGTCAACCCTCATGACCATAGCCTATGTCATGGCTGCCATCTGCGC 

CCTCTTCATGCTGCCACTCTGCCTCATGGTGTGTCAGTGGCGCTGCC 

TCCGCTGCCTGCGCCAGCAGCATGATGACTTTGCTGATGACATCTCC 

CTGCTGAAG 
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CCATGCCGGCCCCTCACAGCCCCGCCGGGAGCCCGAGCCCGCTGCCCAGG 
CTGGCCGCCGCSGTGCCGATGTAGCGGGCTCCGGATCCCAGCCTCTCCCCT 
GCTCCCGTGCTCTGCGGATCTCCCCTGACCGCTGTCCACAGCCCGGACCCG 
GGGGCTGGCCCAGGGCCCTGCAGGCCCTGGCGTCCTGATGCCCCCAAGCT 
CCCTCTCCTGAGAAGCCACCAGCACCACCCAGACTTGGGGGCAGGCGCCA 
GGGACGGACGTGGGCCAGTGCGAGCCCAGAGGGCCCGAAGGCCGGGGCC 
CACCATGGCCCAAGCCCTGCCCTGGCTCCTGCTGTGGATGGGCGCGGGAG 
TGCTGCCTGCCCACGGCACCCAGdACGGCATCCGGCTGCCCCTGCGCAGC 
GGCCTGGGGGGCGCCCCCCTGGGGCTGCGGCTGCCCCGGGAGACCGACG 
AAGAGCCCGAGGAGCCCGGCCGGAGGGGCAGCTTTGTGGAGATGGTGGAC 
AACCTGAGGGGCAAGTCGGGGCAGGGCTACTACGTGGAGATGACCGTGGG 
CAGCCCCCCGCAGACGCTCAACATCCTGGTGGATACAGGCAGCAGTAACTT 
TGCAGTGGGTGCTGCCCCCCACCCCTTCCTGCATCGCTACTACCAGAGGCA 
GCTGTCCAGCACATACCGGGACCTCCGGAAGGGTGTGTATGTGCCCTACAC 
CCAGGGCAAGTGGGAAGGGGAGCTGGGCACCGACCTGGTAAGCATCCCCC 
ATGGCCCCAACGTCACTGTGCGTGCCAACATTGCTGCCATCACTGAATCAGA 
CAAGTTCTTCATCAACGGCTCCAACTGGGAAGGCATCCTGGGGCTGGCCTAT 
GCTGAGATTGCCAGGCCTGACGACTCCCTGGAGCCTTTCTTTGACTCTCTGG 
TAAAGCAGACCCACGTTCCCAACCTCTTCTCCCTGCAGCTTTGTGGTGCTGG 
CTTCCCCCTCAACCAGTCTGAAGTGCTGGCCTCTGTCGGAGGGAGCATGAT 
CATTGGAGGTATCGACCACTCGCTGTACACAGGCAGTCTCTGGTATACACCC 
ATCCGGCGGGAGTGGTATTATGAGGTGATCATTGTGCGGGTGGAGATCAAT 
GGACAGGATCTGAAAATGGACTGCAAGGAGTACAACTATGACAAGAGCATTG 
TGGACAGTGGCACCACCAACCTTCGTTTGCCCAAGAAAGTGTTTGAAGCTGC 
AGTCAAATCCATCAAGGCAGCCTCCTCCACGGAGAAGTTCCCTGATGGTTTC 
TGGCTAGGAGAGCAGCTGGTGTGCTGGCAAGCAGGCACCACCCCTTGGAAC 
ATTTTCCCAGTCATCTCACTCTACCTAATGGGTGAGGTTACCAACCAGTCCTT 
CCGCATCACCATCCTTCCGCAGCAATACCTGCGGCCAGTGGAAGATGTGGC 
CACGTCCCAAGACGACTGTTACAAGTTTGCCATCTCACAGTCATCCACGGGC 
ACTGTTATGGGAGCTGTTATCATGGAGGGCTTCTACGTTGTCTTTGATCGGG 
CCCGAAAACGAATTGGCTTTGCTGTCAGCGCTTGCCATGTGCACGATGAGTT 
CAGGACGGCAGCGGTGGAAGGCCCTTTTGTCACCTTGGACATGGAAGACTG 
TGGCTACAACATTCCACAGACAGATGAGTCAACCCTCATGACCATAGCCTAT 
GTCATGGCTGCCATCTGCGCCCTCTTCATGCTGCCACTCTGCCTCATGGTGT 
GTCAGTGGCGCTGCCTCCGCTGCCTGCGCCAGCAGCATGATGACTTTGCTG 
ATGACATCTCCCTGCTGAAGTGAGGAGGCCCATGGGCAGAAGATAGAGATT 
CCCCTGGACCACACCTCCGTGGTTCACTTTGGTCACAAGTAGGAGACACAGA 
TGGCACCTGTGGCCAGAGCACCTCAGGACCCTCCCCACCCACCAAATGCCT 
CTGCCTTGATGGAGAAGGAAAAGGCTGGCAAGGTGGGTTCCAGGGACTGTA 
CCTGTAGGAAACAGAAAAGAGAAGAAAGAAGCACTCTGCTGGCGGGAATAC 
TCTTGGTCACCTCAAATTTAAGTCGGGAAATTCTGCTGCTTGAAACTTCAGCC 
CTGAACCTTTGTCCACCATTCCTTTAAATTCTCCAACCCAAAGTATTCTTCTTT 
TCTTAGTTTCAGAAGTACTGGCATCACACGCAGGTTACCTTGGCGTGTGTCC 
CTGTGGTACCCTGGCAGAGAAGAGACCAAGCTTGTTTCCCTGCTGGCCAAA 
GTCAGTAGGAGAGGATGCACAGTTTGCTATTTGCTTTAGAGACAGGGACTGT 
ATAAACAAGCCTAACATTGGTGCAAAGATTGCCTCTTGAATT 
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MAQALPWLLLWMGAGVLPAHGTQHGIRLPLRSGLGGAPLGLRL 

PRETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMTVGSPP 

QTLNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVY 

VPYTQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGS 

NWEGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAG 

FPLNQSEVLASVGGSMIIGGIDHSLYTGSLWYTPIRREWYYEVIIV 

RVEINGQDLKMDCKEYNYDKSIVDSGTTNLRLPKKVFEAAVKSIK 

AASSTEKFPDGFWLGEQLVCWQAGTTPWNIFPVISLYLMGEVTN 

QSFRITILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIM 

EGFYWFDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDC 

GYNIPQTDESTLMTIAYVMAAICALFMLPLCLMVCQWRCLRCLR 

QQHDDFADDISLLK 
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ETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMTVGSPPQT 

LNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVYVP 

YTQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGSNW 

EGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAGFP 

LNQSEVLASVGGSMIIGGIDHSLYTGSLWYTPIRREWYYEVIIVRV 

EINGQDLKMDCKEYNYDKSIVDSGTTNLRLPKKVFEAAVKSIKAA 

SSTEKFPDGFWLGEQLVCWQAGTTPWNIFPVISLYLMGEVTNQ 

SFRITILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIME 

GFYWFDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDC 

GYNIPQTDESTLMTIAYVMAAICALFMLPLCLMVCQWRCLRCLR 

QQHDDFADDISLLK 
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MAQALPWLLLWMGAGVLPAHGTQHGIRLPLRSGLGGAPLGLRL 

PRETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMTVGSPP 

QTLNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVY 

VPYTQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGS 

NWEGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAG 

FPLNQSEVLASVGGSMIIGGIDHSLYTGSLWYTPIRREWYYEVIIV 

RVEINGQDLKMDCKEYNYDKSIVDSGTTNLRLPKKVFEAAVKSIK 

AASSTEKFPDGFWLGEQLVCWQAGTTPWNIFPVISLYLMGEVTN 

QSFRITILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIM 

EGFYWFDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDC 

G YN I PQTDE DYKDDDDK 

FIG. 3A 

ETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMTVGSPPQT 

LN I L VDTGSS N FAVG AA P H P F L H R Y YQ RQ LSSTYRDLR KG VYVP 

YTQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGSNW 

EGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAGFP 

LNQS E VLAS VGGSM I IGG I DHS L YTGS LWYTP I RRE WYYEVI I VRV 

EINGQDLKMDCKEYNYDKSIVDSGTTNLRLPKKVFEAAVKSIKAA 

SSTE KF P DG FWLGEQLVC WQ AGTTPWN I FP VI S L YLM G E VTNQ 

SFRITILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIME 

GFYWFDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDC 

GYNIPQTDEDYKDDDDK 
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( 

GEC of recombinant 13-secretase 

670kD 158kD 44kD 
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CT(yrrG(:iGC . r( . 0CCX 

CCXITCGGCCTCC0AACGGTACTCCGCCACCGAGGGACCTGAGCGAGTCCGC?A^"CX3ACCGC>A^ , 
CGGAAAACCTCTCGACTGITGGGGTGAGTACrCCCrCTCAAAAGCGGGCATGACn'rC'rccGC'r 
AAGATI'GTCAGTTTCCAAAAACGAGGAGGATTlXSATATTCACCTGGCCCGCGGTGATGCCrrr 
GAGGGTGGCCGCGTCCATCnXXIFCAGAAAAGAC^ 

CAGGCrrGAGATCTGGCCATACACTOAGTGACAATGACATCCACTWGCCTrra'CTCCACAG 
GTGTCCACTCCCAGGTCCAACTGCAGGTCGACTCTAGACCC 



FIG. 14 A 



0 secretase overexpression in CosA2 ceils 




FIG. 14B 
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FIG. 15A 



FIG. 15B 




FIG. 16A 



FIG. 16B 
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FIG. 17A 



FIG. 17B 
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A. AB(x-40) production in 293T cells co-transfected 
with APP and fi secretase 
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Fig. 18 



Kepiacemeni aneei 
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AFP C-125 




p-secretase 



APP C-99 



anil MBP capture 




FIG. 19A 



Wild-Type Sequence ... .Va M.ys-Met-~A$p ... 
Swed hh Sequence . . , *Va hAsrHLeu-~Asp , . . 



FIG. 19B 




Kepiacemeni oneei 
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APP 638 



8E5 
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Detected by: 1. SW192 Western Blot 
2. 8E5-192 EL ISA 
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FIG. 20 




FIG. 21 



